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Abstract

The early benefit assessment of new drugs was
introduced in Germany in 2011. The main
rationale was to support pricing negotiations
between the statutory health insurance (SHI)
system and the pharmaceutical industry. The
early benefit assessment provides publicly
available documents to inform healthcare
decision makers at both population and
individual levels. Besides drug pricing deci-
sions by the SHI, the early benefit assessment
contributes to other areas such as the
development of clinical practice guidelines
and shared decision making between the
physician and patient. This article describes
the process and content of the early
benefit assessment, including details on the
standardised dossier submitted by the
pharmaceutical company, the dossier
assessment conducted by the Institute for
Quality and Efficiency in Health Care
(Institut fiir Qualitit und Wirtschaftlichkeit im
Gesundheitswesen), and the final decision by
the decision-making body, the Federal Joint
Committee (Gemeinsamer Bundesausschuss).
A case example of a dossier assessment is also

presented.

he German statutory health insurance

T

system is comprised of approximately 100 non-
profit SHI funds.!

About 90% of the population is insured by the
SHI and is entitled to appropriate healthcare as

(SHI: gesetzliche Krankenversicherung)

prescribed by the German healthcare legislation
(Volume V of the Social Insurance Code).2
SHI funds are required to reimburse approved
treatments, such as new drugs, immediately upon
market authorisation, and at the same time
ensure the efficient use of resources. Before 2011,
their price was set solely by the pharmaceutical
industry, leading to high prices for new drugs,
many of which had no added benefit over
established drugs.3 This changed with the 2011
Act on the Reform of the Market for Medicinal

22 | September 2021 Medical Writing | Volume 30 Number 3

on

7

gfl

Products (AMNOG: Arzneimittelmarktneuord-
nungsgesetz) that introduced a mandatory
assessment of drugs, entitled the “early benefit
assessment”.»5 The main rationale for the Act was
to support pricing decisions and ultimately slow
the increase in drug prices.

Early benefit assessment

Competent organisations

The Federal Joint Committee (G-BA: Gemein-
samer Bundesausschuss) is the main decision-
making body in the German SHI system. It is a
council comprising representatives from SHI
funds, hospitals, licensed physicians, psycho-
therapists, and dentists.® Patient representatives
contribute to discussions but do not have voting
rights. The G-BA is responsible for the overall
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Figure 1. Stages in developing the early benefit assessment
Abbreviations: G-BA, Federal Joint Committee; IQWiG, Institute for Quality and Efficiency in Health Care

process of the early benefit assessment and for
the final decision on the added benefit of a new
drug.” The Institute for Quality and Efficiency in
Health Care (IQWiG: Institut fiir Qualitit und
Wirtschaftlichkeit im Gesundheitswesen) is a
German health technology assessment agency
whose main responsibility is the evaluation of
drug and non-drug interventions including all
new drugs (except orphan drugs). IQWiG is
mostly commissioned by the G-BA.82

Process, content, and impact of the
assessment
The early benefit assessment process is a se-
quence of measures with clearly defined content
and timelines (Figure 1).
When a new drug or an
established drug with a new
therapeutic indication enters
the German market, the
responsible pharmaceutical
company must submit a
standardised dossier to the G-

The G-BA is
responsible for the
overall process of the
early benefit
assessment and for
the final decision on

website3, 10 and consists of Modules 1 to S (see
Figure 2). Modules 1-4 contain information on
the new drug, the standard care (which is called
the “appropriate comparator therapy” and
specified by the G-BA), the number of patients
affected, and costs of treatment. They also contain
a systematic review that must show the new drug’s
added benefit over standard care. Module S con-
tains the corresponding clinical study reports,
parts of the submission dossier for marketing
authorisation, and further information.

The G-BA commissions IQWiG to assess the
evidence contained in the dossier within three
months after market entry; the corresponding
report is called a dossier assessment (Figure 1).
Before the assessment begins,
external experts and patient
representatives are asked to
answer questionnaires relating
to the drug of interest and the
corresponding therapeutic indi-
cation(s). In addition, external
experts provide advice on

BA containing all of the avail- the added benefit of a specificissues arising during the
able evidence from clinical d assessment.
studies (preferably random- hew drug. The assessment focuses on

ised controlled trials, RCTs).

The G-BA makes sure that the dossier fulfils
formal requirements. The dossier’s scope and
content are specified in a mandatory (German-
language) template available on the G-BA
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patient-relevant outcomes such
as mortality, morbidity (including adverse
events), and health-related quality of life.l!
IQWiG conducts a systematic review based on
the approved therapeutic indication and patient

population according to the summary of product
characteristics, the standard care specified, and
the analysis of data on patient-relevant outcomes
presented in the modules of the dossier (Fig. 2).
The added benefit is determined by comparing
the benefits and harms of the new drug with
those of the standard care. The dossier
assessment contains IQWiG’s conclusions on
whether the new drug has an added benefit. The
following information is provided:

1. The degree of certainty of the conclusions
(from low to high: hint, indication, proof of
added benefit), which is determined by the
amount and quality of the study data, and

2. The extent of any added benefit (minor,
considerable, major, not quantifiable), which
depends on the type of outcome and the
effect sizes.!! This is then resubmitted to the
G-BA.

Post-assessment publications and the

G-BAs final decision

The assessment process at IQWiG and the G-BA
produces a number of publicly available docu-
ments (see Fig. 2). Firstly, the dossier: Modules
1-4 are published on the G-BA website. Module
S is not published as a whole, but IQWiG may
publish data in the dossier assessments as
required. Secondly, the dossier assessment: The
full dossier assessment is published on the
IQWiG and G-BA websites 3 months after the
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Figure 2. Structure and content of the pharmaceutical company’s dossier and IQWiG's dossier assessment

(modified based on Kéhler et al.2015P

Abbreviations: CTD, common technical document; EPAR, European public assessment report; IQWiG, Institute for Quality and Efficiency in Health Care; SHI, statutory health insurance

assessment was commissioned (Fig.l) (as an
example, please see the dossier assessment on
apalutamide!2).

Thirdly, the final decision of the G-BA: This
is based on the results of the dossier assessment.
The dossier assessment still undergoes com-
menting and hearing procedures at the G-BA.
Within 6 months after the drug’s market entry,
the G-BA publishes the final decision and a
document containing the underlying reasons
(“Tragende Griinde”) for its decision and the
comments of the involved stakeholders. These
documents contain clinical data from the dossier
and the clinical study reports on the studies in-
cluded in the dossier assessment (as an example,

please see the documents on apalutamide).13,14

Post-assessment impact on different
decision levels in healthcare

As intended by law or as an add-on, the G-BA’s
decision on the added benefit supports various
decisions in the healthcare system at both

population and individual levels. The decision
ultimately addresses three main stakeholder
groups with different roles and needs: payers,
physicians, and patients (Fig. 3).

Payers are mainly SHI funds and, to a lesser
extent, private health insurance funds (as prices
negotiated by the SHI umbrella organisation are
also used within the private health insurance
system). All new drugs are reimbursed by the
SHI, but the actual reimbursement prices are
subject to negotiations based on the added
benefit and are determined in the final step of the
early benefit assessment. Negotiations are held
between the SHI umbrella organisation and the
pharmaceutical company to determine the final
price.” No documentation on the price negoti-
ation process is made publicly available; only the
final price is published.

The conclusions on added benefit and the
provision of the underlying data from the
assessment process represent an additional,
publicly available source of information for
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physicians, who can access all public AMNOG-
related documents. However, searching for and
screening them can be time-consuming. To
facilitate access to assessment results and to
promote their use in routine care, an electronic
doctor information system was launched in 2020;
this system is integrated into the standard
prescription software. The G-BA transfers the
structured files on new drugs to the software
providers who make sure that physicians can
access the information swiftly.15 This tool is not
meant to provide legal directives for prescribers
but merely to report the evidence.

Assessment results can also be used in the
development of clinical practice guidelines.
Guideline developers traditionally rely on biblio-
graphic databases as these are often the only
publicly available sources of clinical study data.
However, clinical study data are still not routinely
available; even journal publications do not
contain a full account of a clinical study.> The
situation has begun to change for newer drugs
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Abbreviations: G-BA, Federal Joint Committee; SHI, statutory health insurance

such as through the introduced AMNOG
policies and other regulatory policies, e.g. the
EMA database on clinical data for marketing
authorisation processes (clinicaldata.ema. europa.
eu).16, 17 Still, there are some restrictions in the
EMA database that do not apply to IQWiG.
Because IQWiG has access to the full clinical
study reports of all relevant studies and is free to
use these data in its assessments, it adds another
level of valuable information for guideline devel-
opers. This important information does not only
deal with the main study results but also study
methods, risk of bias and other possible study
limitations, as well as additional study results

The case of apalutamide: An example

Apalutamide is an antiandrogen used in the treatment of castration-resistant prostate cancer
with a high risk of metastasis; its early benefit assessment was published in 2020.12-14 The
G-BA defined watchful waiting as standard care (while maintaining ongoing conventional
androgen deprivation therapy in both study groups). The pharmaceutical company identi-
fied only one relevant randomised controlled trial (RCT), a finding that IQWiG confirmed.
The patient-relevant outcomes investigated included overall survival, symptom progression,
health status, health-related quality of life, and adverse events. Apalutamide showed more
favourable effects, especially on overall survival, serious or severe symptoms, and some
adverse events. For other adverse events, standard care showed more favourable effects. Since
apalutamide showed an added benefit for overall survival, the unfavourable effects did not
offset the favourable ones. IQWiG thus concluded that the data provided an indication of a

considerable added benefit of apalutamide.
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(including subgroup analyses).

Treatment decisions should ideally be made
as shared decision-making between physicians
and patients. It is therefore necessary to publish
the findings from dossier assessments in an easily
understandable format. This is in line with
IQWiG’s legal remit to provide health informa-
tion on diseases of major epidemiological
importance, diagnostic procedures, and treat-
ments.18 This type of information, including the
results of all dossier assessments, is published on
the IQWiG health information website
gesundheitsinformation.de  (English  version:

informedhealth.org).

Conclusion

The process of early benefit assessment in
Germany provides publicly available, compre-
hensive information — in both scientific and easily
understandable formats — on the added benefit
of new drugs. The assessment often includes
previously unpublished data. Besides informing
pricing decisions, further goals are to contribute
to the development of clinical practice guidelines
and to shared decision-making by physicians and
patients.
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